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NATURAL COMBINATION HORMONE
REPLACEMENT FORMULATIONS AND
THERAPIES

CROSS-REFERENCES TO RELATED
APPLICATIONS

This application is a continuation of U.S. patent applica-
tion Ser. No. 14/099,545, entitled “NATURAL COMBINA-
TION HORMONE REPLACEMENT FORMULATIONS
AND THERAPIES” which was filed on Dec. 6, 2013, which
application is a divisional of U.S. patent application Ser. No.
13/684,002, entitled “NATURAL COMBINATION HOR-
MONE REPLACEMENT FORMULATIONS AND
THERAPIES” which was filed on Nov. 21, 2012 (now U.S.
Pat. No. 8,633,178, issued Jan. 21, 2014), which claims pri-
ority to the following U.S. Provisional patent applications:
U.S. Provisional Application Ser. No. 61/563,408, entitled
“NATURAL COMBINATION HORMONE REPLACE-
MENT THERAPIES” which was filed on Nov. 23,2011, U .S.
Provisional Application Ser. No. 61/661,302, entitled
“ESTRADIOL FORMULATIONS” which was filed on Jun.
18, 2012; and U.S. Provisional Application Ser. No. 61/662,
265, entitled “PROGESTERONE FORMULATIONS”
which was filed on Jun. 20, 2012. All aforementioned appli-
cations are hereby incorporated by reference herein in their
entirety.

FIELD OF THE INVENTION

This disclosure relates to natural estrogen and progester-
one replacement therapies, with formulations provided for
each estradiol and progesterone alone and in combination for
the treatment of pre, peri-menopausal, menopausal and post-
menopausal females in relation to the treatment of Estrogen-
and Progesterone-deficient States, each as herein below
defined.

BACKGROUND OF THE INVENTION

Hormone replacement therapy (HRT) is a medical treat-
ment that involves the use of one or more of a group of
medications designed to increase hormone levels in women
who lack adequate hormone production. HRT can mitigate
and prevent symptoms caused by diminished circulating
estrogen and progesterone hormones regardless as to whether
the subject is pre-menopausal, peri-menopausal, menopausal
or post-menopausal. However, specific disease states can
exist during each stage of menopausal progression.

HRT is presently available in various forms. One therapy
involves administration of low dosages of one or more estro-
gens. Another involves administration of progesterone or a
chemical analogue, called a progestin. Progesterone admin-
istration acts, among treating other disease states, to mitigate
certain undesirable side effects from estrogen administration
including, for example, endometrial hyperplasia (thicken-
ing), reducing the incidence of endometrial cancer.

Timing for dosage administration is often varied cyclically,
with estrogens taken daily and progesterone taken for
approximately two weeks of every month; a method often
referred to as “Cyclic-Sequential” or “Sequentially-Com-
bined HRT” This method is intended to mimic the natural
menstrual cycle and typically causes menstruation similar to
a period after the progesterone is stopped. This regimen is
most typically used in peri-menopausal or newly menopausal
women as the alternative continuous method often results in
irregular bleeding in such women. An alternate method, a
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constant dosage with both estrogen and progesterone taken
daily, is called “continuous-combined HRT”” This method
usually results in no menstruation and is used most often after
a woman has been menopausal for some time.

Estrogen, in its various forms, and progesterone, in its
various forms, are used in HRT via a variety of administered
dosage forms including, for example, via tablets, capsules
and patches.

“Bio-identical” hormones, which are identical in chemical
structure to the hormones naturally produced by human bod-
ies can be used and are often referred to as natural hormone
replacement therapy, or NHRT.

These natural or bio-identical hormones are formulated
from various ingredients to match the chemical structure and
effect of estradiol, estrone, or estriol (the 3 primary estrogens)
as well as progesterone that occur naturally in the human
body (endogenous).

Currently, bio-identical estradiol is available in both
branded and generic FDA approved versions. FDA-approved
bio-identical progesterone for HRT is available as the
branded stand-alone drug commercially identified as
Prometrium® (Abbott Laboratories, Abbott Park, I11.), with a
generic authorized by the innovator, and generic products
provided by Teva (Israel) and Sofgen Americas, Inc (New
York). Other products such as Prempro® and Premphase®
(Wyeth Laboratories, a division Pfizer, Inc., New York) pro-
vide both continuous-combined and cyclic-sequential prod-
ucts containing Premarin (estrogen derived from mare’s
urine) and synthetic medroxyprogesterone acetate. Other
products are available. However, no FDA approved product
exists on the market today with combination bio-identical
estradiol and bio-identical progesterone.

SUMMARY OF THE INVENTION

According to various embodiments of the disclosure, natu-
ral hormone replacement therapies are provided comprising
cyclic/sequential and continuous-combined delivery via
pharmaceutical formulations of solubilized estradiol and
micronized and/or partially or completely solubilized proges-
terone. Estradiol and micronized and/or partially or com-
pletely solubilized progesterone delivered together daily can
be combined in either a single unit dose or in separate unit
doses, typically in a soft capsule. A 28-day or monthly regi-
men of tablets or capsules can be packaged in a single blister
pack having delivery days identified to improve compliance.
Various examples formulations of natural hormones, and the
use of these formulations for hormone replacement therapies,
each in accordance with the invention are set forth below.

BRIEF DESCRIPTION OF THE DRAWINGS

The accompanying drawings, which are incorporated
herein and form a part of the specification, illustrate the
present disclosure and, together with the description, further
serve to explain the principles of the disclosure and to enable
a person skilled in the pertinent art to make and use the
disclosed embodiments.

FIG. 1 illustrates an exemplary manufacturing process of a
fill material in accordance with various embodiments;

FIG. 2 illustrates an exemplary manufacturing process of a
softgel material in accordance with various embodiments;

FIG. 3 illustrates an exemplary manufacturing process in
accordance with various embodiments; and

FIG. 4 illustrates a graph of the particle distribution
obtained in Example 10.



